Correlation of inhibition of sterol synthesis with growth-inhibitory action of imidazole antimycotics in Candida albicans.
The effect of tioconazole and other imidazole antimycotics on both growth and sterol biosynthesis by Candida albicans and C. pseudotropicalis in tube culture was investigated. Trailing endpoints were only seen in statically incubated cultures, but the final MIC, i.e. that giving complete inhibition of growth, was similar in both static and shaken cultures. Desmethylsterol biosynthesis was equally sensitive to the inhibitory action of tioconazole in both shaken and static cultures and the trailing endpoints in the latter coincided with this inhibition. Poor inhibitors of ergosterol biosynthesis did not show the trailing phenomenon but did show a conventional MIC. The inhibition of sterol biosynthesis, unlike that of growth, was not subject to an inoculum effect. As others have found, ergosterol was unable to antagonize the effects of tioconazole on C. albicans and this was probably due to lack of uptake of this sterol. In contrast to C. albicans, the Gram-positive bacterium, Staphylococcus aureus H, which lacks membrane sterols, showed no trailing endpoints with tioconazole after either shaken or static incubation.